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Description 

This invention relates to 2-substituted coumaran derivatives. 

While several types of compounds of coumaran derivatives have been synthesized [Journal of American Chemical 
5 Society (J. Am. Chem. Soc.) 105, 5950(1 983); ibid, 1 07. 7053(1 985)]. substantially no reports have been made on their 
pharmacological actions. The vitamin E analog (I) disclosed in Chemical Abstracts, 1986. 1 05:20791 4h corrtains 16 
carbon atoms in the side chain and is therefore outside of the group of 2,3-dihydrobenzofuran derivatives defined in 
present Claim 1 wherein the number of carbon atoms in the side chain is limited to 15. 

Based on the disclaimer in Claim 1 (in position alpha to the benzofuran ring) the compound 2-(2-(2,3-dihydro-5- 
10 hydroxy-4,6,7-trimethylbenzofuranyl))-propionic acid (XVb) disclosed in Chemical and Pharmaceutical Bulletin, 1982. 
pages 2797-2819 is excluded from present Claim 1. 

Chemical Abstracts, 1988. 108:82107a discloses 3.4-dihydro-2H-ben2opyran derivatives and Chemical Abstracts. 
1989 . 1 10:75294x 2,3-dihydroben2ofurans having a side-chain -(CH2)nOR^ which is none of the options given for in 
the present claims. 

15 The present inventors synthesized various types of coumaran derivatives and found that they had inhibitory actions 
on 5-lipoxygenase and 1 2-lipQxygenase participating in the biosynthesis of leukotrienes and lipoxins. and they have 
continued the research work diligently to accomplish the present invention. 
The present invention is to provide a compound of the formula: 



wherein R"" is hydrogen or Ci.g aJkyI; is methyl which is substituted by carboxy, C2-5 alkoxycarbonyl, cyano, halogen, 

30 phenyl. 1-naphthyl, 2-naphthyl, indanyl, tetralyl. or a heterocyclic group selected from thienyi, pyridyl, imidazolyl, thia- 
zolyl, morpholino and thiomorpholino, said phenyl or heterocyclic group optionally being further substituted with one or 
more substituents selected from Ci.20 ^'^yl. C^.^ alkyi substituted by hydroxyl, carboxyl. C2.5 alkoxycark>onyl, piperazyl 
or phenylthio, C2-4 alkenyl, halogen, nitro, formyl. C1.3 alkoxy, caitwxy, trifluoromethyl. di-Ci.3-alkylamlno, C5.7 
cydoalkyl and C1.3 alkylthio; or R^ is a C2.15 alky! or C2.15 alkenyl group which may be substituted by carboxy, C2.5 

35 alkoxycarbonyl, halogen, cyano, phenyl, 1-naphthyl. 2-naphthyl, Indanyl, tetralyl, or a heterocyclic group selected from 
thienyi, pyridyl, imidazolyl, thiazolyl, morpholino and thiomorpholino, said phenyl or heterocyclic group optionally being 
further substituted with halogen, Ci,3 alkyI, C1.3 alkoxy or hydroxy, with the proviso that said alkyI or alkenyl group is 
unsubstituted at the carbon atom in position alpha to the benzofuran ring; R^ is C1.6 alkyI; R^ is hydrogen, chain-like c^. 
10 alkanoyi or cyclic C3.10 alkanoyl; R^ and R® are each C-^.^ alkyI or C1.3 alkoxy, or R^ and R®, taken together, are buta- 

40 dienylene to form a condensed benzene ring which may be substituted by one to three substituents selected from the 
group consisting of a C1.3 alkyI, C1.3 alkoxy, hydroxyl, nitro and halogen, or a salt thereof, with the exclusion of 5- 
hydroxy-4,6,7-trimethyl-2-isopropyl-2,3-dihydrobenzofuran, 5-acetQxy-4,6.7-trimethyl-2-isopropyl-2,3<llhydrobenzo- 
furan. 5-hydrQxy-4,6,7-trimethyl-2-n-propyl-2,3-dihydrobenzofuran, 5-hydroxy-4,6,7-trimethyl-2-ethyl-2,3-dihydroben" 
zofuran, 5-hydroxy-4,6,7-trimethyl-2-n-tridecyl-2,3-dihydrobenzofuran, and 5-hydroxy-2,4.6,7-tetramethyl-2-(3*,7',1 1'- 

45 trlmethyl-dodecyl)-2,3-dihydrobenzofuran. 

The present Invention Is also to provide a compound of the formula (I) as defined above with the exclusion of 5- 
hydroxy-2,4,6,7-tetramethyl-2-(3',7',1 1 '-tri methyl -dodecyl) -2. 3-dihydrobenzofuran, as a medicament for the treatment of 
the human or animal body by therapy. 

The present invention Is further to provide the use of a compound of the formula (I) as defined above, for the prep- 

50 aration of a medicament for ameliorating the circulatory system, for treating the central nervous system or for treating 
allergic diseases. 

Referring to compounds represented by the above-mentioned (I), the term C^.q alkyI represented by R"" is exempli- 
fied by radicals such as methyl, ethyl, propyl, i-propyl, butyl, i-butyl. sec-butyl, t-butyl. amyl, hexyl, etc., especially C1.3 
alkyI (methyl, ethyl, propyl, i-propyl) being preferable. 
55 As substituents of the substituted methyl represented by R^, mention is made of phenyl. 1-naphithyl, 2-naphthyl. 
indanyl, tetralyl, or a heterocyclic group selected from 2-thienyl, 3-tiiienyl, 2-pyrldyl, 3-pyrldyl, 4-pyridyl, 1 -imidazolyl, 5- 
thiazoiyl morpholino, thiomorpholino; halogen such as fluorine, chlorine, bromine, iodine; carboxyl, Cg.s-alkoxycarbonyl 
such as methoxycarbonyl, ethoxycarbonyl, ; cyano. 
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Further, the phenyl and the heterocyclic groups may have one to two or more substituents at an optional position 
of the ring. As the said substituents, mention is made of unsubstituted C1.20 aikyi (e.g. methyl, ethyl, propyl, isopropyl, 
butyl, t-butyl, pentyl. hexyl, octyl, nonyl, decyi, undecyl, dodecyl, tridecyl, tetradecyl, pentadecyl, hexadecyl, heptadecyl, 
octadecyl, nonadecyl, eicosyl) ; (Ci-e) a'M optionally substituted with hydroxyl group, carboxyl, C2.5 alkoxycarbonyl, 
5 piperazyl, or phenylthio, C2.4 alkenyl (e.g vinyl), C2.5 alkoxycarbonyl such as methoxycartDonyl, ethoxycart)onyl, etc. . 
hydroxyl group, halogen, such as fluorine, chlorine, bromine; nitro, formyl, 61,3 alkoxy (methoxy, etc.), carboxyl, trifluor- 
omethyt, di-C^.s alkylamino, C5.7 cycloalkyi or 0^.3 alkylthio. 

If is a C2-15 alkyi or C2.15 alkenyl group which is unsubstituted at the carbon atom in position alpha to the ben- 
zofuran ring, mention is made of straight-chain or branched groups, and when it is alkenyl, the number of double bonds 
10 is usually 1 to 5, and these double bonds may be conjugated. 

As the above-mentioned alkyI or alkenyl groups, those having 2 to 6 carbon atoms are preferable, as exemplified 
ethyl, i-propyl, butyl, i-butyl, sec-butyl, t-butyl, pentyl, hexyl, 1-propenyl, 2-butenyl, 1,3-butadienyl, 2-pentenyl, vinyl, 2- 
propenyl, isopropenyl. 

Referring to the substituents of C2.15 alkyl or alkeny! groups, represented by R^ mention is made of C2.5 alkoxycar- 
15 bonyl, such as methoxycarbonyl, ethyoxycartx)nyl. propoxycarbonyl, i-propoxycarboxyl and, as halogen, mention is 
made of fluorine, bromine, chlorine and iodine. As the phenyl and heterocyclic groups, mention is made of the respec- 
tively those similar to the groups described as above, and, when these groups have further substituents are mentioned 
those similar to the groups described as above. 

R^ is C1.6 alkyl such as methyl, ethyl, propyl, i-propyl. butyl, i-butyl, sec-butyl, t-bulyl, amyl, hexyl. especially, C1.3 
20 alkyls (methyl, ethyl, propyl, i-propyl,) are preferable. 

R^ means (C^.^q) alkanoyi or cyclic (C3.10) alkanoyi, such as formyl, acetyl, propionyl, isobutyryl, decanoyi, 
cyclopentyl- or cyclohexylcartranyl. 

R^ and R® as C^s alkyl each are exemplified by methyl, ethyl, propyl, i-propyl, butyl, i-butyi, sec-butyl, t-butyl, amyl. 
hexyl, especially preferable ones being C^salkyl (methyl, ethyl, propyl, i-propyi. R^ and R^ in the meaning C1.3 alkoxy 
25 are exemplified by methoxy, ethoxy, propoxy, i-propoxy. 

When R^ and R® combined represent butadienylene, as the substituents on thus-formed condensed benzene ring 
are merrtioned one to three (C-t.3) alkyls. (C1.3) alkoxy (methoxy, ethoxy, propoxy,), hydroxyl group, nitro and halogen. 

The compound (I) may, in accordance with the kinds of substituents thereon, form corresponding salts, and the 
salts are exenptified by those with an organic acid (e.g. acetic acid, propionic acid, oxalic acid, maleic acid ) or an inor- 
30 ganic acid (e.g. hydrochloric acid, sulfuric acid, phosphoric acid), or those with a base such as an alkali metal (potas- 
sium, sodium), an alkaline earth metal (calcium, magnesium), ammonia,, and, among them, physiologically acceptable 
ones are especially preferable. 

The compound (I) can be produced by. for example, by allowing a corrpound represented by the formula 

35 

V 

1 i (II) 

40 ^/"^V'^on 



wherein R"*, R^, R^ and R® are of the same meaning defined as above, Z is hydrogen or a hydroxyl-protecting group, to 
45 react with halogen molecule in the presence of a base to cause ring-closure, or by subjecting the compound (II) to the 
treatment with a peracid in the presence of a base to cause ring closure, followed by allowing thus ring-closed com- 
pound, in case of the 2-hydroxymethyl derivative, to react with an oxidizing agent, then subjecting thus-obtained com- 
pound to addition-elimination reaction with a compound represented by the formula 

50 (C6H5)3P®-R2'X® (III) 

wherein X is halogen, R^ is a hydrocarbon residue whose carbon number is less by one than that of R^, followed by, 
when desired, subjecting the resultant to deprotection, acylation, hydrogenation or(and) substrtuent-exchange reaction, 
respectively. 

55 As the hydroxyi-protecting group, C2.4 alkanoyi such as acetyl, propionyl, is mentioned. 

The ring-closure reaction with the aid of halogen is carried out by allowing, for example, bromine to react in an 
organic solvent such as halogenated carbon (e.g. chloroform, methylene chloride,) or acetic add, at temperatures rang- 
ing from -5°C to 80°C. 
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And, the cyanation can be carried out, in general, by allowing, for example, sodium cyanide or potassium cyanide 
to react in a solvent such as dimethyl sulfoxide, dimethyl formamide, etc. at temperatures ranging from 60°C to 100°C 
for 1 to 24 hours. In this case, the protecting group is hydrolyzed with a small volume of water present in the reaction 
system to give a 5-hydroxy compound at one stroke. 

5 The ring-closure reaction by the use of a peracid is conducted by using a peracid such as m-chloroperbenzoic acid 
in an organic solvent such as methylene chloride in the presence of a base such as triethylamine at temperatures rang- 
ing from -10°C to 50°C. And, the oxidation is conducted by using an oxidizing agent obtained from dimethyl sulfoxide 
and oxalyl chloride, chromium trioxide, in an organic solvent such as methylene chloride, acetone, and, when desired, 
in the presence of a base such as triethylamine at temperatures ranging from -78°C to 25**C. 

10 The addition-elimination reaction (Wittig reaction) is conducted by using, as the base, sodium hydride, sodium hyd- 
robromide, sodium alcoholate, n-butyl lithium, lithium diisopropyl amide, etc., in a solvent such as dimethyl sulfoxide, tet- 
rahydrofuran, dimethoxy ethane, at temperatures ranging from -IB^'C to 80^C for about 0.5 to 24 hours. 

And, when the double bond is hydrogenated, the object compound can be obtained in accordance with a conven- 
tional method using a catalyst such as paliadium-carbon, etc. 

15 The elimination (hydrolysis) of the hydroxy-protecting group can be conducted under the conditions of conventional 
ester hydrolysis, but, when the product Is unstable against oxygen under basic conditions, the reaction Is conducted 
under argon atmosphere to thereby obtain the desired hydrolyzate In a good yield. 

The acylation is can-led out by using a desired acylating agent (acid anhydride, acid halogenide), when necessary 
in the presence of a basic catalyst (preferably sodium hydride, potassium carbonate, pyridine and triethylamine) or an 

20 acid catalyst (sulfuric add, hydrogen chloride), in an organic solvent (e.g. dimethylfbrmamide, acetone, tetrahydrofuran) 
at tennperatures ranging from about -10°C to lOO^C for about 10 minutes to 15 hours. 

Thus-obtained compound (I) can be isolated by conventional separation purification means (extraction, chromatog- 
raphy recrystallizatlon). 

And, when the compound (I) exists in the state of diastereomer, the respective components can be isolated by the 
25 above-mentioned separation purification means. 

And, when the compound (I) is an optically active compound, it can be resolved into d-compound and ^compound 
by conventional means for optical resolution. 

The starting compound (II) can be synthesized by for example, the method desaibed below. More specifically the 
monoacetate (IV) of hydroquinone is allowed to react with aryl halogenide in the presence of a base to lead to allyl ether 
30 (V), followed by subjecting (V) to Clalsen rearrangement to give (II). 




(17) (V) 



The compound (I) of this invention has an action of inhibiting production of 5-lipoxygenase-type metabolite Peucot- 
45 rienes, 5-hydroperoxyeicosatetraenoic acid (HPETE), 5-hydroxyeicosatetraenoic acid (HETE), lipoxins, leucotoxins, 
etc.] and 12-lipQxygenase-type metabolite (12-HPETE. 12-HETE). and, therefore, the compound (I) can be used 
advantageously as an agent for ameliorating circulatory system, an anti-allergic agent, an agent acting on central nerv- 
ous system. 

The compound (I) can be safely administered, orally or non-orally singly or as a pharmaceutical composition pre- 
50 pared by mixing the compound (I) with a Esr se known pharmaceutically acceptable carrier, excipient, etc. (e.g. tablet, 
capsule, liquid, injection, suppository), to mammals (rat, horse, cow, monkey human). While the dosage varies with 
subjects of administration, administration routes, synptoms., in the case of, for example, administering orally to an adult 
patient suffering from diseases of circulatory system, it is convenient to administer with about 0.1 mg/kg to 20 
mg/kg/body weight/dose, preferably 0.2 mg/kg to 10 mg/kg/body weight, once to three times a day 

55 

Experimental Example 1 :5-Lypoxygenase Inhibiting Action 

In 0.5 m^ of MCM (mast cell medium) was suspended 10^ of rat basophilic leukemia (RBL-1) cells. To this suspen- 



4 



EP 0 345 593 B2 



w 



sion was added the test solution previously prepared [consisting of 0.5 rr\i of MCM, 50 ng of arachidonic acid, 10 ^g of 
calcium ionophore A-23187 and the test compound (final concentrations 10 ^iM, 1 \iM, 0.1 iiM and 0.01 pM)], and the 
reaction was allowed to proceed at 37°C for 20 minutes. To the reaction mixture was added 4 m/ of ethanol, which was 
shaken sufficiently, followed by leaving the resultant mixture standing for 10 minutes at room temperatures. The result- 
ant mixture was subjected to centrifuge (2000 rpm) for 10 minutes, then the supernatant was separated. Thus-sepa- 
rated supernatant was concentrated to dryness under reduced pressure. To the concentrate was added 0.5 m^ of a 
60% aqueous methanol. WO\i£ Portion of this solution was taken and subjected to high performance liquid chromatog- 
raphy to perform quantitative determination of 5-HETE (5-hydroxyeicosatetraenoic acid). UV absorption of 5-HETE at 
237 nm was measured with a UV absorption monitor. The inhibitory effect (IE) of 5-HETE is expressed by 
(1 -b/a) x 1 00 . In this formula, a means the height of the peak or the area of the peak in the case of containing no com- 
pound (I), while b means the height of the peak or the area of the peak in the case of containing the compound (!). The 
results revealed, as shown in Table 1 , that the test compounds showed strong inhibitory action on the production of 5- 
HETE. 
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Table 1 



Effect of Inhibiting 5-Lipoxygenase 


Conpound 


% Inhibition (IE) 




lO-^M 


10-^M 


lO'^M 


10'^M 


5 


100 


100 


57 


0 


6 


100 


100 


52 


4 


10 


100 


99 


98 


12 


12 


100 


100 


90 


46 



30 



35 



40 



Experimental Exannple 2 

Through the descending aorta of a Wistar rat. 10 m/ of blood was collected, under anesthesia, together with citric 
acid of a volume corresponding to 10%. PRP and PPP were respectively prepared, then they were mixed to make the 
number of platelets to be 10^/nn?. To 2.5 \it each of the test solutions prepared in advance (final concentrations of the 
test compounds : 100 ^iM, 10 ^M, 1 and 0.1 ^iM) was added 0.225 m^ of the platelet solution. The respective solu- 
tions were kept at 37°C for 5 minutes, to which was added 25 \ii each of arachidonic add solution (50 jig/m/) , then the 
respective mixtures were shaken immediately. The reaction was allowed to proceed at 37°C for 15 minutes, and there 
was added ethanol (1 m£) to stop the reaction. The reaction mixture was subjected to a centrifuge (2000 rpm) for 5 min- 
utes. One m^ of the supernatant was taken, which was mixed with 1 ml of water. lOO^i/ of this mixture solution was sub- 
jected to high performance liquid chromatography to quantitatively determine 12-HETE. The detection was conducted 
at 240 nm. The calculation of the inhibition rate was conducted in a manner as in the case of 5-HETE. The results were 
shown in Table 2. 



45 



50 



55 



5 



EP0 345 593 B2 



Table 2 
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12-Lipoxygenase Inhibitory Action 


Compound 


% Inhibition (IE) 




10"*M 


10'^M 


10'^M 


10"^ M 


5 


97 


78 


14 




6 


98 


88 


16 


2 


10 


96 


92 


52 


45 


12 


95 


82 


1 1 




15 


100 


100 


99 


25 


17 


100 


99 


98 


22 


18 


100 


100 


89 


18 


20 


100 


99 


97 


9 


21 


100 


100 


98 


21 


23 


100 


100 


92 


19 


24 


100 


99 


98 


13 


26 


100 


99 


28 




27 


100 


100 


99 


19 


29 


100 


99 


58 


7 


30 


100 


100 


98 


21 


32 




QQ 




2 


oo 


100 


100 


28 


2 


35 


99 


99 


49 


8 


36 


100 


100 


100 


97 


37 


100 


100 


31 


2 


38 


99 


99 


90 


3 


39 


100 


100 


32 




40 


99 


96 


48 


6 


41 


99 


74 
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Examples 

45 

By the following Reference Examples. Examples and Formulation Examples of the compounds of the present 
invention, the present invention will be described in a more concrete manner. 

Reference Example 1 

50 

To a solution of 4-acetoxy-2,3.5-trimethylphenol [20 g (103 mmol.)] and methalyl chloride [10 g (110.4 mmol.)] in 
dimethylformamide (160 m^ was added potassium carbonate [15.2 g (1 10 mmol.)]- The mixture was stirred for 3 hours 
at 80**C under argon atmosphere. The reaction mixture was, after cooling, diluted with water, which was subjected to 
extraction with ethyl acetate. The extract was washed with water and dried, then the solvent was distilled off. The resi- 
55 due was crystallized from hexane to obtain the desired 4-acetoxy-2,3.5-trimethylphenyl-2-methylpropenylether [18.5 g 
(yield 72.4%)], m.p.44^ to 45°C. 

In a similar manner to the above, 4-acetoxy-2.3,5-trimethylphenyl allyl ether was synthesized, (yield 76.7%. m.p. 
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Reference Example 2 

in N,N-diethylaniline (100 m/) was dissolved 4-acetoxy-2.3,5-trimetlTyiplienyl 2-metlTylpropenyletlier [16.2 g (6.5 
mmol)]. whicli was lieated at 200*'C for two liours. ITie reaction mixture was cooled and diluted witli isopropyl ether, 
5 which was washed with 2N-HC/ to remove N,N-diethy!aniline. The remainder was washed with a saturated aqueous 
solution of sodium hydrogencarbonate, which was dried, followed by distilling off the solvent. The residue was crystal- 
lized from isopropyl ether-hexane to obtain the desired 4-acetoxy-2-(2-methyl-2-propenyl)-3,5,6-trimethylphenol [14.9 g 
(yield 91.7%)] . m.p. 109°-110°C. 

In a manner similar to the above. 4-acetoxy-2-allyl-3,4,6-trimethylphenol was synthesized. (Yield 94.6%, m.p. 1 1 7°- 
w 118°C) 

Reference Example 3 

In methylene chloride (100 nrQ was dissolved 4-acetoxy-2-(2-methyl-2-propenyi)-3.5,6-trimethylphenol [30 g (40.3 
15 mmol)]. To the solution was added at 0 C, in limited amounts, m-chloroperbenzoic acid [16.7 g (67.8 mmol)]. The reac- 
tion mixture was stirred for one hour, to which was added triethylamine (30 m-Q, followed by stirring for further one hour. 
The reaction mixture was washed with a saturated aqueous solution of sodium hydrogen carbonate, which was dried, 
followed by distilling off the solvent. The residue was crystallized from isopropyl ether - hexane to obtain the desired 5- 
acetoxy-2-hydroxymethyl-2,4,6,7-tetramethyl-2,3-dihydrobenzofuran [9.3 g (yield 87.4%. m.p. 98-99°C)]. 

20 

Reference Example 4 

To a methylene chloride solution (50 m/) of oxalyl chloride (2 m/) was added dropwise at -60°C dimethylsulfoxide 
(4 m^. The mixture was stirred for 10 minutes, to which was then added dropwise a methylene chloride (10 m^ of 5- 
25 acetoxy-2-hydroxymethyl-2,4,6,7-telramethyl-2,3<Jihyrobenzofuran [5.0 g (19 mmol)]. The reaction mixture was stirred 
for 15 minutes, to which was added triethylamine (15 m/). and the mixture was stirred for further 10 minutes. The reac- 
tion mixture was washed with water and dried, followed by distilling off tiie solvent. The residue was crystallized from 
isopropylether - hexane to obtain 5-acetoxy-2-formyl-2,4,6,7-tetramethyl-2,3-dihydroben20furan (yield 96.7%), m.p. 78- 
79^C. 

30 

Example 1 

To a chloroform (15 m/) solution of 4-acetoxy-2-allyl-3,5,6-trimethylphenol [2.0 g(8.5 mmol)] was added dropwise, 
while stirring, bromine [1 .36 g (8.5 mmol)]. To the mixture was then added triethylamine (0.3 ml), which was heated for 
35 two hours under reflux. The reaction mixture was cooled, washed with water, dried and then concentrated. The concen- 
trate was crystallized from hexane to obtain 5-acetoxy-2-bromomethyi-4,6,7-trimethyl-2,3-dihydrobenzofuran (Com- 
pound 14) [2.5 g(yield 93.2%)]. 

In a manner similar to the above, 5-acetoxy-2-bromomethyl-2,4,6,7-tetrametiiyl-2,3-dihydrobenzofuran (Compound 
13) was obtained from 4-acetoxy-3,5,6-ti'imethyl-2-(2-methyl-2-propenyOphenol. 

40 

Example 2 

To a dimethyl sulfoxide (5 raf) solution of 5-acetoxy-2-bromomethyI-2,4,6,7-tetramethyl-2,3-dihydrobenzofuran [1 .5 
g(4.58 mmol)] was added sodium cyanide [270 mg (5.5 mmol)], and the mixture was stirred at 80**C for 6 hours under 
45 argon atmosphere. The reaction mixture was, after cooling, diluted with water, which was subjected to extraction with 
ethyl acetate. The extract was washed with water and dried, followed by distilling off the solvit. The residue was puri- 
fied by means of a silica gel column chromatography [hexane - isopropyl ether (2:1)] to obtain 2-bromometiiyl-5- 
hydroxy-2.4.6.7-tetrametiiyl-2,3-dhydroben2ofuran (Compound 6) (350 mg) and 2-cyanomethyl-5-hydroxy-2,4,6.7- 
tetramethyl-2,3-dihydrobenzofuran (Compound 5)(158 mg). 

50 

Example 3 

To a dimetiiylformamide (20 ml) solution of triethyl phosphonoacetate [2.7 g (12.1 mmol)] was added sodium 
hydride (content 60%)(504 mg). which was stirred for 15 minutes. To the reaction mixture was added a dimethyl forma- 
55 mide (5 m/) solution of 5-acetoxy-2-formyl-2.4.6.7-tetramethyl-2.3-dihydrobenzofuran [3.0 g (1 1 .5 mmol)], and the mix- 
ture was stirred for further 30 minutes. The reaction mixture was diluted witii water, which was subjected to extraction 
witti ethyl acetate. The exti-act solution was washed with water and dried, followed by distilling off the solvent. The res- 
idue was crystallized from hexane-isopropylether to obtain 3-(5-acetQxy-2,4,6,7-pentamethyI-2,3-dihydrobenzofuran*2- 



7 
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yl)acetic acid ethyl ester (Compound 4)(3.5 g). In a manner similar to the above, Conpound 8 was synthesized. 
Exanple 4 

5 To a methanol (10 m^ solution of ethyl ester of 3-(5-acetoxy-2.4,6.7-tetramethyl-2,3<lihydrobenzofuran-2-yi) 
acrylic acid [3.5 g (10.5 mmol)] was added a solution of sodium hydroxide (1.0 g) in water (5 m^. The mixture was 
heated for two hours under reflux under argon atmosphere. The reaction mixture was cooled and neutralized with 2N- 
HC^, which was subjected to extraction with isopropyl ether. The extract solution was washed with water and dried, fol- 
lowed by distilling off the solvent. The residue was crystallized from tetrahydrofuran - ethyl acetate to afford the desired 

10 3-(5-acetoxy-2,4,6,7-pentamethyl-2,3-dihydrobenzo furan-2-yl)acrylic acid (Compound 3)(2.06 g). In a manner similar 
to the above, Compounds 7 and 10 were synthesized. 

Example 5 

15 To a solution of 3-(5-acetoxy-2,4,6,7-tetramethyl-2,3<lihydrobenzofuran-2-yl)acrylic acid (1.0 g) in acetic acid (10 
mi) was added 5% palladium-carbon (0.4 g), and the mixture was subjected to hydrogenation for two hours at 80 C. 
The catalyst was then filtered off, followed by distilling off the solvent. The residue was crystallized from tetrahydrofuran- 
isopropyl ether (IPE) to afford the desired 3-(5-hydroxy-2,4,6,7-pentamethyl-2,3-dihydroben2ofuran-2-yl) propionic acid 
(Compound 2)(0.97 g). In a manner similar to the above, Compounds 9 and 12 were obtained. 

20 

Example 6 

To a solution of 5-hydroxy-2-cyanomethyl-2,4.6,7-tetramethyl-2.3-dihydrobenzofuran in methanol (5 m^ was added 
a solution of sodium hydroxide (0.5 g) in water (5 ml). The mixture was heated for three hours under reflux under argon 
25 atmosphere. The reaction mixture was cooled and neutralized with 2N-HC^. The reaction product was extracted with 
ethyl acetate. The extract solution was washed with water, dried and concentrated, which was crystallized from ethyl 
acetate - isopropyl ether to afford the desired 2-(5-hydroxy-2,4,6,7-tetramethyl-2,3-dihydrobenzofuran-2-yI)acetic acid 
(Compound 1) (0.1 g). 

30 Example 7 

To a suspension of benzyltriphenyl phosphonium chloride [1 .5 g (3.87 mmol)] in tetrahydrofuran (5 m£) was added 
dropwise, under ice-cooling, an n-butyl lithium hexane solution [(1.6 M) 24 m^, followed by stirring for 15 minutes. To 
the reaction mixture was added a solution of 5-acetoxy-2-formyl-2,4,6,7-tetramethyl-2.3-dihydrobenzofuran (1.0 g) in 
35 tetrahydrofuran (3 mi). The mixture was added water, which was subjected to extraction with etiiyl acetate. The extract 
solution was washed with water and dried, then the solvent was distilled off. The residue was purified by means of a 
silica gel column chromatography [hexane-IPE(2:1)] to obtain the desired 5-acetoxy-2-cinnamoyl-2.4,6,7-teframethyl- 
2,3-dihydroben20furan (Compound 11)(1 .22 g). 

Physico-chemical properties of the compounds obtained as above are shown in Table 3. 
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Formulation Examples 
A) Soft capsule 



10 



15 



(1) Compound 3 


50 mg 


(2) Corn oil 


100 mg 




total 150 mg 



By a conventional method, (1) and (2) were mixed, which was filled in a capsule. 
B) Tablet 



20 



25 



(1) Compound 10 


50 mg 


(2) Lactose 


30 mg 


(3) Com starch 


10.6 mg 


(4) Corn starch (paste) 


5mg 


(5) Magnesium stearate 


0.4 mg 


(6) Carboxymethyl cellulose sodium 


20 mg 




total 116 mg 



By a conventional method, these were mixed, which was tableted by a tablet machine. 



30 



Claims 

Claims for the following Contracting States : AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE 

35 1 , A compound of the formula: 



40 



45 



50 



55 



(I) 



wherein R"* is hydrogen or C^e alkyi; is methyl which is substituted by carboxy, C2-5 alkoxycarbonyl, cyano, hal- 
ogen, phenyl, 1-naphthyl, 2-naphthyl, indanyl, tetralyl, or a heterocyclic group selected from thienyl, pyridyl, imida- 
zolyl, thiazolyl, morpholino and thiomorpholino. said phenyl or heterocyclic group optionally being further 
substituted with one or more substituents selected from C1.20 a'kyl- alky! substituted by hydroxy!, carboxyl, C2. 
5 alkoxycarbonyl, piperazyl or phenylthio, C2.4 alkenyl, halogen, nitro, formyl, C^.s alkoxy carboxy, trifluoromethyl. 
di-Ci.3-alkylamino, C5.7 cycloalkyi and C1.3 alkylthio; or R^ Is a C2.15 alkyl or C2.15 alkenyl group which may be sub- 
stituted by carboxy, C2.5 alkoxycartKjnyl, halogen, cyano, phenyl, 1-naphthyl, 2-naphthyl, indanyl, tetralyl, or a het- 
erocyclic group selected from thienyl, pyridyl, imidazolyl, thiazolyl, morpholino and thiomorpholino. said phenyl or 
heterocyclic group optionally being further substituted with halogen, C1.3 alkyl, C1.3 alkoxy or hydroxy, with the pro- 
viso that said alkyl or alkenyl group Is unsubstituted at the carbon atom in position alpha to the benzofuran ring; R^ 
is C1.6 alkyl; R^ is hydrogen, c^.^q alkanoyi or cyclic C^-^q alkanoyi; R^ and R® are each C1.6 alkyl or C1.3 altoxy, 
or R^ and R^, taken together, are butadienylene to form a condensed benzene ring which may be substituted by 
one to three substituents selected from the group consisting of a C^.s alkyl, C1.3 alkoxy, hydroxyl, nitro and halogen, 
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or a salt thereof, with the exclusion of 5-hydroxy-4.6.7-trimethyl-2-lsopropyl-2,3-dihydrobenzofuran. 5-acetoxy- 
4.6,7-trinnethyl-2-isopropyl-2,3-dihydrobenzofuran, 5-hyclroxy-4,6,7-trimethyl-2-n-propyl-2,3-dlhydrobenzofuran, 5- 
hydroxy-4.6.7-trimethyl-2-ethyl-2,3-dihydrobenzofuran, 5-hydroxy-4,6.7-trimethyl-2-n-tridecyl-2,3-dihydrobenzo- 
furan. and 5-hydroxy-2,4,6.7-tetramethyl-2-(3'JM r-trimethyl-clodecyl)-2,3-dihydrobenzofuran. 

2. A compound of the formula: 



wherein is hydrogen or Ci.6 alkyi; is methyl which Is substituted by carboxy. C2-5 alkoxycartonyl. cyano, hal- 
ogen, phenyl, 1-naphthyl, 2-naphthyl, Indanyl, tetralyl, or a heterocyclic group selected from thienyl, pyridyl, imida- 
zolyl, thiazolyl, morpholino and thiomorpholino. said phenyl or heterocyclic group optionally being further 
substituted with one or more substituents selected from C-1.20 alkyi, C^.g alky! substituted by hydroxyl, carboxyl, C2. 
5 alkoxycarbonyl, piperazyl or phenylthio, C2.4 alkenyl, halogen, nitro. formyl, C1.3 alkoxy. carboxy. trifluoromethyl. 
di-Ci.3-alkylamino. C5.7 cycloalkyi and C-1.3 alkylthio; or is a C2.15 alkyI or C2-15 alkenyl group which may be sub- 
stituted by carboxy, C2.5 alkoxycarfconyl. halogen, cyano, phenyl. 1-naphthyt. 2-naphthyl, indanyl, tetralyl, or a het- 
erocyclic group selected from thienyl, pyridyl, imidazolyl, thiazolyl, morphoiino and thiomorpholino, said phenyl or 
heterocyclic group optionally being further substituted with halogen, C-1.3 alkyI, C1.3 alkoxy or hydroxy, with the pro- 
viso that said alky! or alkenyl group is unsubstituted at the carbon atom in position alpha to the benzofuran ring; R^ 
is C1.6 alkyI; R^ is hydrogen, c^.-io alkanoyi or cyclic C3.-10 alkanoyi; R^ and R^ are each C^.g alkyI or C1.3 alkoxy, 
or R^ and R®. taken together, are butadienylene to form a condensed benzene ring which may be substituted by 
one to three substituents selected from the group consisting of a C1.3 alkyI, C1.3 alkoxy. hydroxyl, nitro and halogen, 
or a salt thereof, with the exclusion of 5-hydroxy-2,4,6,7-tetramethyl-2-(3',7',1 1'-trimethyl-dodecyl)-2,3-dihydroben- 
zofuran, as a medicament for the treatment of the human or animal body by therapy. 

3. A compound according to claim 2 whereby the medicament is for ameliorating the circulatory system, for treating 
the central nervous system, or for treating allergic diseases. 

4. A compound of claim 3 as a 5-lipoxygenase and/or 12-llpoxygenase inhibitor. 

5. A compound according to claim 1 . 2 or 3 wherein R^ is hydrogen or C1.3 alkyl. 

6. A compound according to claim 1 . 2 or 3 wherein R^ is methyl substituted by carboxy, cyano or halogen. 

7. A compound according to claim 1 , 2 or 3 wherein R^ is methyl substituted by phenyl, thienyl, pyridyl, imidazolyl, thi- 
azolyl or morpholino which may be further substituted by C-t.20 alkyl. C1.3 alkyl substituted by hydroxy, carboxyl, C2. 
5 alkoxycarbonyl, piperazyl or phenylthio, C2.4 alkenyl. hydroxy, halogen, nitro, formyl, C^.3 alkoxy, carboxy, tr'rfluor- 
omethyl, dl-C-1.3 alkylamino, C5.7 cycloalkyi or C1.3 alkylthio. 

8. A compound according to claim 1, 2 or 3 wherein R^ is C2.15 alkyl or C2-15 alkenyl which may be substituted by 
cartwxy, C2.5 alkoxycarbonyl or phenyl which may be substituted with halogen, Ci,3 alkyl, C1.3 alkoxy or hydroxy. 

9. A compound according to claim 1 , 2 or 3 wherein R'^ is hydrogen or C^.-iq alkanoyi. 

10. A compound according to claim 1 . 2 or 3 wherein R^ and R^ are each C1.6 alkyl or C1.3 alkoxy. 

11. A conpound according to dalm 1. 2 or 3 wherein R"" is methyl; R^ is C2.6 alkyl or C2.6 alkenyl which is substituted 
by phenyl which may be substituted by C1.3 alkyl, C1.3 alkoxy or halogen; R^ is methyl; R^ is hydrogen; and R^ and 
R® are each methyl. 

12. A compound according is daim 1. 2 or 3 which is 5-hydroxy-2-cinnamoyl-2.4,6,7-telramethyl-2,3-dihydrobenzo- 
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furan. 



13. A compound according to claim 1, 2 or 3 which is 5-hydroxy-2-phenylethyl-2,4,6,7-tetramethyl-2,3<iihydrobenzo- 
furan. 

14. A compound according to claim 1 , 2 or 3 which is 5-hydroxy-2-(1 -(Z)-pentenyl)-2.4,6,7-tetramethyl-2,3-dihydroben- 
zofuran. 

1 5. Use of a compound according to daim 1 , 2 or 3 or a salt thereof for the preparation of a 5-lipoxygenase and/or 1 2- 
lipoxygenase inhibitor. 

1 6. Use of a compound of the formula: 



wherein R"" is hydrogen or C^.e a'M; 'S methyl which is substituted by carboxy, C2.5 alkoxycarbonyl, cyano, hal- 
ogen, phenyl, 1-naphthyl, 2-naphthyl, indanyl, tetralyl, or a heterocyclic group selected from thtenyl, pyridyl, imida- 
zolyl, thiazolyl, morpholino and thiomorpholino, said phenyl or heterocyclic group optionally being further 
substituted with one or more substituents selected from ^'M- C^.g alkyi substituted by hydroxyl. cartx>xy, C2. 
5 alkoxycarbonyl, piperazyl or phenylthio, C2.4 alkenyl, halogen, nitro, formyl, alkoxy, carboxy, trifluoromethyl, 
di-Cv3-alkylamino, C5.7 cycloalkyi and C-(.3 alkylthio; or is a C2.15 alkyI or C2-1 5 alkenyl group which may be sub- 
stituted by carboxy, C2.5 alkoxycarbonyl, halogen, cyano, phenyl, 1-naphthyl, 2-naphthyl, indanyl, tetraiyi, or a het- 
erocyclic group selected from thienyl. pyridyl. imidazolyl, thiazolyl. morpholino and thiomorpholino, said phenyl or 
heterocyclic group optionally being further substituted with halogen, C1.3 alkyI, C1.3 alkoxy or hydroxy, with the pro- 
viso that said alkyI or alkenyl group is unsubstituted at the carbon atom in position alpha to the benzofuran ring; R^ 
is C1.6 a'M; is hydrogen, c^.io alkanoyi or cyclic C3.10 alkanoyi; R^ and R® are each Ci.e a'M or C1.3 alkoxy, 
or R^ and R®, taken together, are butadienylene to form a condensed benzene ring which may be substituted by 
one to three substituents selected from the group consisting of a C1.3 alkyI, c^a alkoxy, hydroxyl, nitro and halogen, 
or a salt thereof, for producing a medicament for ameliorating the circulatory system, for treating allergic diseases 
or for treating the central nervous system. 

17. Use according to claim 16, wherein the medicament is a 5-lipoxygenase and/or 1 2-lipoxygenase inhibitor. 

18. A method of producing a compound according to claim 1 , which confiprises reacting a compound of the formula: 



wherein R\ R*^, R^ and R^ are of the same meaning defined as above, Z is hydrogen or a hydroxyl-protecting 
group, with a halogen molecule in the presence of a base to cause ring-closure, or by subjecting the compound (I!) 
to the treatment with a peracid in the presence of a base to cause ring closure, followed by allowing thus ring-closed 
compound, in case of the 2-hydroxymethyl derivative, to react with an oxidizing agent, then subjecting thus- 
obtained compound to addition-elimination reaction with a compound represented by the formula 




(I) 





(C6H5)3P®-R2X® 



(III) 



20 



EP 0 345 593 B2 



wherein X is halogen, is a hydrocarbon residue whose cartxin number is less by one than that of R^, followed 
by, when desired, subjecting the resulting product to deprotection, acylation, hydrogenation or(and) substituent- 
exchange reaction, respectively 

Claims for the following Contracting States : ES, GR 

1 . A method of producing a compound of the formula: 



wherein is hydrogen or C^.s alkyi; R^ is methyl which is substituted by carboxy, C2.5 alkoxycarbonyi. cyano, hal- 
ogen, phenyl, 1-naphthyi 2-naphthyl, indanyl, tetralyl, or a heterocyclic group selected from thienyl, pyridyl, imida- 
zolyl, thialzolyl, morpholino and thiomorpholino, said phenyl or heterocyclic group optionally being further 
substituted with one or more substituents selected from ^'^y'' ^1-6 a'^yl substituted by hydroxyl, cartKSxy, C2. 
5 alkoxycarbonyi, piperazyl or phenylthio, G2.4 alkenyl, halogen, nitro. fbrmyl, G1.3 alkoxy, carboxy, trifluoromethyl, 
di-Ci.3-alkylamino. C5.7 cycloalkyi and C1.3 alkylthio; or R^ is a G2.15 alkyI or C2.15 alkenyl group which maybe sub- 
stituted by carboxy, C2.5 alkoxycarbonyi. halogen, cyano, phenyl, 1-naphthyl, 2-naphthyl, indanyl. tetralyl, or a het- 
erocyclic group selected from thienyl, pyridyl, imidazolyl, thiazolyl, morpholino and thiomorpholino, said phenyl or 
heterocyclic group optionally being further substituted with halogen, C1.3 alkyI, C1.3 alkoxy or hydroxy, with the pro- 
viso that said alkyI or alkenyl group is unsubstituted at the carbon atom in position alpha to the benzofuran ring; R*^ 
is G1.6 alkyI; R^ is hydrogen, C-\.^o alkanoyi or cyclic C3,io alkanoyl; R^ and R® are each C'\.q alkyI or 0^.3 atoxy, 
or R^ and R^, taken together, are butadienylene to form a condensed benzene ring which may be substituted by 
one to three sut>stituents selected from the group consisting of a C1.3 alkyI, C1.3 alkoxy, hydroxyl, nitro and halogen, 
or a salt thereof, with the exclusion of 5-hydroxy-4,6,7-trimethyl-2-isopropyl-2,3-dihydrobenzofuran, 5-acetoxy- 
4,6,7-trimethyI-2-isopropyl-2,3-dihydrobenzofuran, 5-hydroxy-4,6,7-trimethyl-2-n-propyl-2,3<Iihydrobenzofuran, 5- 
hydroxy-4,6,7-trimethyl-2-ethyl-2,3-dihydrobenzofuran, 5-hydroxy-4.6,7-trimethyl-2-n-tridecyl-2,3'dihydrobenzo- 
furan, and 5-hydroxy-2,4,6,7-tetramethyl-2-(3\7M 1'-trimethyl-dodecyl)-2.3-dihydrobenzofuran, which comprises 
reacting a compound of the formula: 



wherein R"*, R^, R^ and R^ are of the same meaning defined as above, 2 is hydrogen or a hydroxyl-protecting 
group, with a halogen molecule in the presence of a base to cause ring-closure, or by subjecting the conpound (II) 
to the treatment with a peracid in the presence of a base to cause ring closure, followed by allowing thus ring-closed 
compound, in case of the 2-hydroxymethyl derivative, to react with an oxidizing agent, then subjecting thus- 
obtained compound to addition-elimination reaction with a compound represented by the formula 



wherein X is halogen. R^ is a hydrocarbon residue whose carbon number is less by one than that of R^. followed 
by, when desired, subjecting the resulting product to deprotection, acylation, hydrogenation or-(and) substituent- 
exchange reaction, respectively 

2. A method for producing a medicament for ameliorating the circulatory system, for treating the central nervous sys- 
tem, or for treating allergic diseases which comprises mixing an effective 5-lipoxygenase and/or 12-lipoxygenase 






(C6H5)3P®-R''X© 



(III) 
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inhibiting annount of a compound of the formula: 




(I) 



wherein R"" is hydrogen or Ci.6 alkyi; is methyl which is substtuted by carboxy, C2.5 alkoxycarbonyl, cyano, hal- 
ogen, phenyl, 1-naphthyl, 2-naphthyl, indanyl, tetralyl, or a heterocyclic group selected from thienyl, pyridyl, imlda- 
zolyl, thiazolyl, morpholino and thiomorpholino, said phenyl or heterocyclic group optionally being further 
substituted with one or more substituents selected from C1.20 alkyl* C-1.6 alkyi substituted by hydroxy!, carboxyl. C2. 
5 alkoxycarbonyl, piperazyl or phenylthio, C2.4 alkenyl, halogen, nitro, formyl, C1.3 alkoxy, carboxy, trifluoromethyl, 
di-Ci.3-aikylamino, C5.7 cyaloalkyi and C1.3 alkylthio; or is a C2.15 alkyI or C2.15 alkenyl group which may be 
substituted by carboxy, C2-5 alkoxycarfcx)nyl, halogen, cyano, phenyl, 1-naphthyl, 2-naphthyl, indahyl, tetralyl, or a 
heterocyclic group selected from thienyl, pyridyl, imidazolyl, thiazolyl, morpholino and thiomorpholino, said phenyl 
or heterocyclic group optionally being further substituted with halogen, 0^.3 alkyI, C1.3 alkoxy or hydroxy, with the 
proviso that said alkyI or alkenyl group is unsubstituted at the carbon atom in position alpha to the benzofuran ring; 
R^ is C1.6 alkyI; R'* is hydrogen, c^.-io alkanoyi or cyclic C3.10 alkanoyl; R^ and R® are each C^.g alkyI or C-1.3 alkoxy, 
or R^ and R®, taken together, are butadienylene to form a condensed benzene ring which may be substituted by 
one to three substituents selected from the group consisting of a C1.3 alkyI, C1.3 alkoxy, hydroxyl, nitro and halogen, 
or a salt thereof, with the exclusion of 5-hydroxy-2,4,6,7-tetramethyl-2-(3'.7M1'-trimethyI<lodecyl)-2,3<lihydroben- 
zofuran, with a per se known pharmaceutical ly acceptable carrier or excipient. 

3. A method according to claim 2, wherein the medicament is a 5-Hpoxygenase and/or 12-lipoxygenase inhibitor. 

4. Method according to claim 1 , 2 or 3, wherein R'' is hydrogen or C 1.3 alkyl. 

5. Method according to claim 1 , 2 or 3, wherein R^ is methyl substituted by carboxy, cyano or halogen. 

6. Method according to claim 1 , 2 or 3, wherein R^ is methyl substituted by phenyl, thienyl, pyridyl, imidazolyl. thiazolyl 
or morpholino which may be further substituted by 0^.20 alkyl, C1.3 alkyl substituted by hydroxy, cartx)xyl, C2-5 
alkoxycarbonyl, piperazyl or phenylthio, C2.4 alkenyl, hydroxy, halogen, nitro, formyl, C1.3 alkoxy, carboxy, trrfluor- 
omethyl, di-Ci.3 aikylamino, C5.7 cycloalkyi or C1.3 alkylthio. 

7. Method according to claim 1 , 2 or 3, wherein R^ is 02-15 alkyl or C2.15 alkenyl which may be substituted by cartxjxy, 
C2.5 alkoxycarbonyl or phenyl which may be substituted with halogen, C1.3 alkyl, C1.3 alkoxy or hydroxy. 

8. Method according to claim 1 , 2 or 3, wherein R^ is hydrogen or Cmq alkanoyl. 

9. Method according to claim 1 , 2 or 3, wherein R^ and R^ are each C^.g alkyl or C1.3 alkoxy. 

10. Method according to claim 1 , 2 or 3, wherein R^ is methyl; R^ is Cg.e a'kyl or C2.6 alkenyl which is substituted by 
phenyl which may be substituted by Ci,3 alkyl, C1.3 alkoxy or halogen; R^ is methyl; R"^ is hydrogen; and R^ and R® 
are each methyl. 

1 1 . Method according to claim 1 , 2 or 3, wherein the compound is 5-hydroxy-2-cinnamoyl-2,4,6,7-tetranriethyl-2,3<lihy- 
drobenzo-furan. 

12. Method according to claim 1, 2 or 3, wherein the compound is 5-hydroxy-2-phenylethyl-2,4,6,7-tetramethyl-2,3- 
dihydrobenzo-furan. 

1 3. Method according to claim 1 , 2 or 3, wherein the compound is 5-hydroxy-2-(1 -(Z)-pentenyl)-2,4,6,7-tetramethyl-2,3- 
dihydrobenzofuran. 

14. Use of a compound as defined in claim 2 or a salt thereof or of 5-hydroxy-2,4,6,7-tetramethyl-2-(3',7',1 V-trimethyl- 
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dcxlecyl)-2,3-dihydrobenzofuran as a component in the preparation of a medicament for inhibiting 5-lipoxygenase 
and/or 12-lipoxygenase. 

Patentanspruche 

Patentanspruche fur folgende Vertragsstaaten : AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE 

1 . Verbindung der Forme! : 



worin Wasserstoff oder Alky! ist; Methyl ist, das durch Carboxy, C2.5 Alkoxycarbonyl, Cyano. Halogen, 
Phenyl, 1-Naphthyl, 2-Naphtyl, Indanyl, Tetralyl oder eine heterocydische Gruppe. ausgewShlt aus Thienyl, Pyri- 
dyl, Imidazolyl. Thiazolyl. Morpholino und Thiomorpholino substituiert Ist. wobel die Phenyl- oder heterocydische 
Gruppe gegebenenfalls welter substituiert ist mit einem oder mehreren Substituenten, ausgewahit aus C1.20 AlkyI, 
C1.6 Alkyl. substituiert durch Hydroxyl, Carboxyl, C2.5 Alkoxycart)onyl, Piperazyl oder Phenylthio, C2.4 Alkenyl, 
Halogen, Nitro, Formyl, C1.3 Alkoxy, Carboxy, Trifluormethyi, Di-Ci.3 Alkylamino, C5.7 Cycloalkyl und Ci,3 Alkylthio; 
Oder r2 eine C2.15 Alkyl- oder C2.15 Alkenylgruppe bedeutet, die substituiert sein kann durch Carboxy. C2.5 Alkoxy- 
cartK)nyl. Halogen. Cyano. Phenyl, 1 -Naphthyl, 2-Naphthyl, Indanyl, Tetraiyi oder eine heterocydische Gruppe aus- 
gewShlt aus Thienyl, Pyridyl, Imidazolyl, Thiazolyl, Morpholino und Thiomorpholino, wobei die Phenyl- oder 
heterocydische Gruppe gegebenenfalls weiter substituiert sein kann durch Halogen, C1.3 Alkyl, C1.3 Alkoxy oder 
Hydroxy, mit der MaSgabe, daf3 die Alkyl- oder Alkenylgruppe nicht substituiert ist an dem Kohlenstoffatom in der 
alpha-Position zum Benzofuranring; R^ C1.6 Alkyl ist; Wasserstoff, C^o AlkanoyI oder cyclisches C3.10 Alka- 
noyl ist; R^ und R® jeweiis C1.6 Alkyl oder C1.3 Alkoxy bedeuten, oder R^ und R® zusammengenommen Butadie- 
nylen bedeuten, wobei ein kondensierter Benzolring gebildet wird, der substituiert sein kann durch 1 bis 3 
Substituenten, ausgewahit aus der Gruppe, die besteht aus C1.3 Alkyl, C1.3 Alkoxy, Hydroxyl, Nitro und Halogen, 
Oder ein Salz davon, mit Ausnahme von 5-Hydroxy-4,6,7-trimethyl-2-isopropyl-2,3-dihydrobenzofuran. 5-Acetoxy- 
4,6,7-trimethyl-2-isopropyl-2,3-dihydrobenzofuran, 5-Hydroxy-4,6.7-trimethyl-2-n-propyl-2,3-dihydrobenzofuran, 5- 
Hydroxy-4,6.7-trimethyl-2-ethyl-2,3-dihydrobenzofuran, 5-Hydroxy-4,6,7-trimethyl-2-n-tridecyl-2,3<iihydrobenzo- 
furan, und 5-HydrQxy-2.4,6.7-tetramethyl-2-(3',7',11'-trimethyl-dodecyl)-2,3-dihydrobenzofuran. 

2. Verbindung der Formel: 



worin R^ Wasserstoff oder C^.s Alkyl ist; R^ Methyl ist, das durch Carboxy. C2.5 Alkoxycarbonyl. Cyano, Halogen, 
Phenyl, 1-Naphthyl. 2-Naphtyl. Indanyl, Tetralyl oder eine heterocydische Gruppe, ausgewShlt aus Thienyl, Pyri- 
dyl. Imidazolyl, Thiazolyl, Morpholino und Thiomorpholino substituiert ist. wobei die Phenyl- oder heterocydische 
Gruppe gegebenenfalls weiter substituiert ist mit einem oder mehreren Substituenten, ausgewdhlt aus C^20 Alky), 
C1.6 Alkyl, substituiert durch Hydroxyl, Carboxyl. C2.5 Alkoxycartonyl, Piperazyl oder Phenylthio, C2-4 Alkenyl, 
Halogen, Nitro, Formyl, C-(.3 Alkoxy, Carboxy, Trifluormethyi, Di-Cv3 Alkylamino, C5.7 Cycloalkyl und Cv3 Alkylthio; 
Oder r2 eine C2,15 Alkyl- oder C2.i5 Alkenylgruppe bed utet, die substituiert sein kann durch Carboxy, C2.5 Alkoxy- 
cartwnyl. Halogen, Cyano. Phenyl. 1 -Naphthyl, 2-Naphthyl, Indanyl, Tetralyl oder eine heterocydische Gruppe aus- 
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gewahit aus Thienyl. Pyridyl, Imidazolyl, Thiazolyl, Morpholino und Thiomorpholino, wobei die Phenyl- oder 
heterocyciische Gruppe gegebenenfalis waiter substituiert sein kann durch Halogen, C1.3 AlkyI, C1.3 Alkoxy oder 
Hydroxy, mil der MaBgabe, daB die AlkyI- oder Alkenylgruppe nicht substituiert ist an dem Kohlenstoffatom in der 
alpha-Position zum Benzofuranring; Ci-e AlkyI ist; Wasserstoff. Cmq AlkanoyI oder cyclisches C3.10 Alka- 
noy! ist; R^ und jeweils C-j.s AlkyI oder Alkoxy bedeuten. oder R^ und zusammengenommen Butadie- 
nylen bedeuten, wobei ein kondensierter Benzolring geblldet wird, der substituiert sein kann durch 1 bis 3 
Substituenten, ausgew^hlt aus der Gruppe, die besteht aus C1.3 AlkyI, 0^.3 Alkoxy, Hydroxyl, Nitro und Halogen, 
Oder ein Salz davon, mit Ausnahme von 5-Hydroxy-2,4,6,7-tetramethyl-2-(3',7M1'-trimethyl-dodecyl)-2,3-dihydro- 
benzofuran, als Medikament zur Behandlung des menschlichen oder tierischen Kdrpers. 

3. Verbindung nach Anspruch 2, wobei das Medikament zur Verbesserung des Kreislauf systems, zur Behandlung 
des zentralen Nervensystems oder zur Behandlung allergischer Krankheiten dient. 

4. Verbindung nach Anspruch 3, als 5-Lipoxygenase- und/oder 12-LJpoxygenaseinhibitor. 

5. Verbindung nach Anspruch 1 , 2 oder 3, worin R"" Wasserstoff oder C1.3 AlkyI ist. 

6. Verbindung nach Anspruch 1, 2 oder 3, worin R^ Methyl ist, substituiert durch Carboxy, Cyano oder Halogen. 

7. Verbindung nach Anspruch 1, 2 oder 3 worin R^ Methyl ist, substituiert durch Phenyl, Thienyl, Pyridyl, Imidazolyl, 
Thiazolyl oder Morpholino, das weiter substituiert sein kann durch 0^.20 AlkyI. C-1.3 AlkyI, substituiert durch 
Hydroxy, Carboxyl, C2.5 Alkoxycarbonyl, Piperazyl oder Phenylthio, C2-4 Alkenyl, Hydroxy, Halogen. Nitro, Formyl, 
C1.3 Alkoxy, Carboxy, Trifluor methyl, Di-C-1.3 Alkylamino, C5.7 CycloalkyI oder C1.3 Alkylthio. 

8. Verbindung nach Anspruch 1 , 2 oder 3. worin R^ C2.15 AlkyI oder C2-15 Alkenyl ist, das substituiert sein kann durch 
Carboxy, C2.5 Alkoxycarbonyl oder Phenyl, das substituiert sein kann durch Halogen, C^.s AlkyI, 0^.3 Alkoxy oder 



9. Verbindung nach Anspruch 1 , 2 oder 3 worin R^ Wasserstoff oder C^.^o AlkanoyI ist. 

10. Verbindung nach Anspruch 1 , 2 oder 3, worin R^ und R® jeweils C1.6 AlkyI oder C1.3 Alkoxy sind. 

11. Verbindung nach Ar^pruch 1, 2 oder 3, worin R'' Methyl Ist; R^ G2.6 AlkyI oder C2.6 Alkenyl. das substituiert ist 
durch Phenyl, das substituiert sein kann durch C-1.3 AlkyI, C1.3 Alkoxy oder Halogen; R^ Methyl ist; R'* Wasserstoff 
ist; und R^ und R® jeweils Methyl bedeuten. 

12. Verbindung nach Anspruch 1. 2 oder 3. die 5-Hydroxy-2-cinnamoyl-2.4.6,7-tetramethyl-2.3-dihydrobenzofuran ist. 

13. Verbirxlung nach Anspruch 1, 2. oder 3, die 5-Hydroxy-2-phenylethyl-2,4,6,7-tetramethyl-2,3-dihydrobenzofuran 
ist. 

14. Verbindung nach Anspruch 1, 2 oder 3, die 5-Hydroxy-2-(1-(Z)-pentenyl)-2,4,6,7-tetramethyl-2,3-dihydrobenzo- 
furan ist. 

15. Venwendung einer Verbindung nach Anspruch 1 . 2 oder 3 oder eines Salzes davon zur Herstellung eines 5-Lipoxy- 
genase- und/oder 12-Lipoxygenaseinhibitors. 

16. Venwendung einer Verbindung der Formel: 



Hydroxy. 
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worin R"" Wasserstoff Oder C-^.q AlkyI ist; Methyl ist, das durch Carboxy. C2.5 Alkoxycarbonyl, Cyano, Halogen, 
Phenyl. 1-Naphthyl, 2-Naphtyl, Indanyl, T tralyl od r eine heterocydische Gruppe, ausgewShlt aus Thienyl, Pyri- 
dyl, Imidazolyl. Thiazolyl, Morpholino und Thiomorpholino substituiert Ist. wobel die Phenyl- Oder heterocydische 
Gruppe gegebenenfalls welter substituiert ist mit einem oder mehreren Substituenten, ausgewahit aus C1.20 AikyI, 
C1.6 Alkyl. substituiert durch Hydroxyl, Carboxyl. C2.5 Alkoxycartx)nyl. PIperazyl oder Phenylthio, C2.4 Alkenyl, 
Halogen. Nitro, Formyl, C1.3 Alkoxy, Carboxy, Trifluormethyl. Di-Ci.3 Alkylamino, C5.7 CycloalkyI und C1.3 Alkylthio; 
Oder R^ eine C2.15 Alkyl- oder C2-i5 Alkenylgruppe bedeutet, die substituiert sein kann durch Carboxy. C2.5 Alkoxy- 
cartwnyl. Halogen, Cyano, Phenyl, 1-Naphthyl, 2-Naphthyl, Indanyl, Tetralyl oder eine heterocydische Gruppe aus- 
gewahit aus Thienyl, Pyridyl, Imidazolyl, Thiazolyl, Morpholino und Thiomorpholino, wobei die Phenyl- oder 
heterocydische Gruppe gegebenenfalls welter substituiert sein kann durch Halogen, C1.3 Alkyl. C1.3 Alkoxy oder 
Hydroxy, mit der MaBgabe, da3 die Alkyl- oder Alkenylgruppe nicht substituiert ist an dem Kohlenstoffatom in der 
alpha-Position zum Benzofuranring; C^.g Alkyl Ist; R"^ Wasserstoff, C^.^q AlkanoyI oder cycllsches C3.10 Alka- 
noyl ist; R^ und R^ jeweils C1.6 Alkyl oder C1.3 Alkoxy bedeuten, oder R^ und R® zusammengenommen Butadie- 
nylen bedeuten, wobei ein kondensierter Benzolring gebildet wird. der substituiert sein kann durch 1 bis 3 
Substituenten, ausgewahit aus der Gruppe, die besteht aus C1.3 Alkyl, C1.3 Alkoxy, Hydroxyl, Nitro und Halogen, 
Oder ein Salz davon, zur Hersteitung eines Medikaments zur Verbesserung des Kreislaufsystems. zur Behandlung 
allergischer Krankheiten oder zur Behandlung des zentralen Nervensystems. 

17. Venwendung nach Anspruch 16. worin das Medikament ein 5-IJpoxygenase und/oder 12-IJpoxygenaseinhibitor ist. 

18. Verfahren zur Herstellung einer Verbindung nach Anspruch 1 , umfassend das Umsetzen einer Verbindung der For- 
mel: 



worin R\ R^ R^ und R^ die gleiche Bedeutung wie oben angegeben haben, Z Wasserstoff Ist oder eine Hydroxyl- 
schutzgruppe, mit einem Halogenmolekul in Gegenwart einer Base, um einen RingschluB zu bewirken, oder durch 
Unterwerfen der Verbindung (II) der Behandlung mit einer Persaure in Gegenwart einer Base, um einen Ring- 
schluB zu bewirken, gefolgt davon, daB man die so ringgeschlossene Verbindung im Falledes 2-Hydroxymethylde- 
rivats mit einem Oxidationsmittel reagieren ia(3t, die so erhaltene Verbindung dann einer Additions- 
Eliminierungsreaktion mit einer Verbindung untenwirft, dargestellt durch die Formel 



worin X Halogen ist, R^' ein Kohlenwasserstoffrest. dessen Kohlenstoffanzahl um eins geringer als die von R^ ist, 
gefolgt von, wenn gewunscht, Untenwerfen des erhaltenen Produkts der Entfernung der Schutzgruppe, Acylierung, 
Hydrierung oder(und) der Substituenten-Austausch-Reaktion. 

Patentanspruche fur folgende Vertragsstaaten : ES, GR 

1 . Verfahren zur Herstellung einer Verbindung der Formel: 




(II) 



(C6H5)3P®-R2X© 



(III) 




(I) 
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worin Wasserstoff Oder C^,^ AlkyI ist; Methyl ist. dasdurch Carboxy, Cg.s Alkoxycarbonyl. Cyano, Halogen, 
Phenyl, 1-Naphthyl, 2-Naphtyl, Indanyl, Tetralyl od r eine heterocydische Gruppe, ausgewahit aus Thienyl, Pyri- 
dyl, Imidazolyl, Thiazolyl, Morpholino und Thiomorpholino substituiert Isl, wobei die Phenyl- oder heterocydische 
Gruppe gegebenenfalls weiter substituiert ist mit einem oder mehreren Substituenten, ausgewahit aus C1.20 AlkyI, 
C1.6 AlkyI, substituiert durch Hydroxyl, Carboxyl, C2.5 Alkoxycartx)nyl, Piperazyl oder Phenylthio, C2.4 Alkenyl. 
Halogen, Nitro, Formyl, C1.3 Alkoxy, Carboxy, Trifluormethyl, Di-C^s Alkylamino, C5.7 CycloalkyI und C-1.3 Alkylthio; 
Oder R^ eine C2.15 AlkyI- oder 62,15 Alkenylgruppe bedeutet, die substituiert sein kann durch Cartx)xy, C2.5 Alkoxy- 
carbonyl, Halogen. Cyano, Phenyl, 1 -Naphthyl, 2-Naphthyl, Indanyl, Tetralyl oder eine heterocydische Gruppe aus- 
gewahit aus Thienyl, Pyridyl, Imidazolyl, Thiazolyl, Morpholino und Thiomorpholino, wobei die Phenyl- oder 
heterocydische Gruppe gegebenenfalls weiter substituiert sein kann durch Halogen, Ct.3 AlkyI. C1.3 Alkoxy oder 
Hydroxy, mit der MaBgabe, dal3 die AlkyI- oder Alk^ylgruppe nicht substituiert ist an dem Kohlenstoffatom in der 
alpha-Position zum Benzofuranring; R^ C^e AlkyI isl; R^ Wasserstoff. C1.10 AlkanoyI oder cyclisches C3.10 Alka- 
noyl ist; R^ und R® jew^ils C-i.e AlkyI oder C1.3 Alkoxy bedeuten, oder R^ und R^ zusammengenommen Butadie- 
nylen bedeuten, wobei ein kondensierter Benzolring gebildet wird, der substituiert sein kann durch 1 bis 3 
Substituenten, ausgewahit aus der Gruppe. die besteht aus C-|.3 AlkyI, C1.3 Alkoxy, Hydroxyl, Nitro und Halogen, 
Oder eines Salzes davon, mit Ausnahme von 5-Hydroxy-4,6,7-trimethyI-2-isopropyl-2,3-dihydrobenzofuran, 5-Ace- 
toxy-4,6,7-trimethyl-2-isopropyl-2,3-dihydrobenzofuran, 5-Hydroxy-4.6.7-trimethyl-2-n-propyl-2,3<iihydrobenzo- 
furan, 5-Hydroxy-4,6,7-trimethyl-2-ethyl-2.3<iihydrobenzofuran, 5-Hydroxy-4,6,7-trimethyl-2-n-tridecyl-2,3- 
dihydrobenzofuran, und 5-Hydroxy-2,4,6,7-tetramethyl-2-(3',7',11 -trimethyl-dodecyl)-2,3<iihydrobenzofuran, das 
umfaBt das Umsetzen einer Verbindung der Forme!: 



worin R\ R^, R^ und R® die gleiche Bedeutung wie oben angegeben haben, Z Wasserstoff ist Oder eine Hydroxyl- 
schutzgruppe, mit einem Halogenmolekul in Gegenwart einer Base, um einen RingschluB zu bewirken. oder durch 
Untenwerfen der Verbindung (II) der Behandiung mit einer Persaure in Gegenwart einer Base, um einen Ring- 
schluB zu bewirken, gefolgt davon. daB man die so ringgeschlossene Verbindung im Falle des 2-Hydroxymethylde- 
rivats mit einem Oxidationsmittel reagieren laBt, die so erhaltene Verbindung dann einer Additions- 
Eli minierungsreaktion mit einer Verbindung unterwirft, dargestellt durch die Formel 



worin X Halogen ist, R^ ein Kohl enwasserstoff rest ist, dessen Kohlenstoffanzahl um eins geringer als die von R^ 
ist, gefolgt von, wenn gewunscht, Untenwerfen des erhaltenen Produkts der Entfernung der Schutzgruppe. Acyiie- 
rung, Hydrierung oder(und) der Substituenten-Austausch-Reaktion. 

Verfahren zur Herstellung eines Medikaments zur Verbesserung des Kreistaufsystems. zur Behandiung des zen- 
tralen Nervensystems oder zur Behandiung allergischer Krankheiten, umfassend das Mischen einer Menge. die 
wirksam S-Lipoxygenase und/oder 1 2-Lipoxygenase inhibiert, einer Verbindung der Formel: 



worin R^ Wasserstoff oder Cve AlkyI ist; R^ Methyl ist, das durch Carboxy, C2.5 Alkoxycarbonyl, Cyano, Halogen. 




(C6H5)3P®-R2*X® 



(111) 
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Phenyl, 1-Naphthyl, 2-Naphtyl, Indanyl, Tetralyl Oder eine heterocyclische Gruppe. ausgewahit aus Thienyl, Pyri- 
dyl, Imidazolyl, Thiazolyl, Morpholino und TTiiomorpholino substituiert ist, wobei die Phenyl- oder heterocyclische 
Gruppe gegebenenfalls weiter substituiert ist mit einem oder mehreren Substituenten, ausgewahit aus C1.20 Alkyl, 
C1.6 Alkyl. substituiert durch Hydroxyl, Carboxyl, C2.5 Alkoxycarbonyl, Piperazy! oder Phenylthio. C2-4 Alkenyt, 

5 Halogen, Nitro, Formyl, C1.3 Alkoxy, Carboxy, Trifluormethyl, Di-Ci.3 Alkylamino, C5.7 CycloalkyI und C1.3 Alkylthio; 

Oder eine C2.15 Alkyl- oder C2.15 Alkenylgruppe bedeutet, die substituiert sein kann durch Carboxy, C2.5 Alkoxy- 
carbonyl, Halogen, Cyano, Phenyl, 1-Naphthyl, 2-Naphthyl, Indanyl, Tetralyl oder eine heterocyclische Gruppe aus- 
gewahit aus Thienyl, Pyridyl, Imidazolyl, Thiazolyl, Morpholino und Thionnorpholino, wobei die Phenyl- oder 
heterocyclische Gruppe gegebenenfells weiter substituiert sein kann durch Halogen, C1.3 Alkyl, C1.3 Alkoxy oder 

w Hydroxy, mit der MaBgabe, daB die Alkyl- oder Alkenylgruppe nicht substituiert ist an dem Kohl^stoffatom in der 
alpha-Position zum Benzofuranring; C^.e Alkyl ist; R* Wasserstoff, C^.-io AlkanoyI oder cyclisches C3.10 Alka- 
noyl ist; R^ und R^ jeweils Ci.g Alkyl oder C1.3 Alkoxy bedeuten, oder und R^ zusammengenommen Butadie- 
nylen bedeuten, wobei ein kondensierter Benzolring gebildet wird. der substituiert sein kann durch 1 bis 3 
Substituenten, ausgewahit aus der Gruppe, die besteht aus C1.3 Alkyl, C1.3 Alkoxy, Hydroxyl, Nitro und Halogen, 

15 Oder eines Salzes davon, mit Ausnahme von 5-Hydroxy-2,4,6,7-tetramethyl-2-(3',7M 1 '-trimethyl-dodecyl)-2,3-dihy- 
drobenzofuran, mit einem per se bekannten pharmazeutisch annehmbaren Trager oder Excipienten. 

3. Verlahren nach Anspruch 2, worin das Medikament ein 5-Lipoxygenase- und/oder 12-Upoxygenaseinhibitor ist. 
20 4. Verlahren nach Anspruch 1 , 2 oder 3, worin R^ Wasserstoff oder C1.3 Alkyl ist. 

5. Verfahren nach Anspruch 1 , 2 oder 3, worin R^ Methyl ist, substituiert durch Carboxy, Cyano oder Halogen. 

6. Verfahren nach Anspruch 1. 2 oder 3, worin R^ Methyl ist, substituiert durch Phenyl, Thienyl, Pyridyl, Imidazolyl, 
25 Thiazolyl oder Morpholino, das weiter substituiert sein kann durch C1.20 Alkyl, C^.3 Alkyl, substituiert durch 

Hydroxy, Carboxyl, C2,5 Alkoxycarbonyl, Piperazyl oder Phenylthio, C2.4 Alkenyl, Hydroxy, Halogen, Nitro, Formyl, 
C1.3 Alkoxy. Carboxy, Trifluormethyl, Di-C-1.3 Alkylamino, C5.7 CycloalkyI oder C-1.3 Alkylthio. 

7. Verfahren nach Anspruch 1 , 2 oder 3, worin R^ C2.15 Alkyl oder C2.15 Alkenyl ist, das substituiert sein kann durch 
30 Carboxy, C2.5 Alkoxycarbonyl oder Phenyl, das substituiert sein kann durch Halogen, Ct.3 Alkyl, C1.3 Alkoxy oder 

Hydroxy. 

8. Verfahren nach Anspruch 1 , 2 oder 3, worin R"^ Wasserstoff oder C^.io AlkanoyI ist. 

35 9, Verfahren nach Anspruch 1 , 2 oder 3, worin R^ und R® jeweils C^.g Alkyl oder C1.3 Alkoxy sind. 

10. Verfahren nach Anspruch 1, 2 oder 3, worin R"* Methyl Ist; R^ Cg.e Alkyl oder C2.6 Alkenyl ist, das substituiert ist 
durch Phenyl, das substituiert sein kann durch C^.3 Alkyl, C1.3 Alkoxy oder Halogen; R^ Methyl ist; R"^ Wasserstoff 
Ist; und R^ und R^ jeweils Methyl bedeuten. 

40 

11. Verfahren nach Anspruch 1, 2 oder 3, worin dje Verbindung 5-Hydroxy-2-cinnamoyl-2,4,6.7-tetramethyl-2,3-dihy- 
drobenzofuran ist. 

12. Verfahren nach Anspruch 1, 2 oder 3, worin die Verbindung 5-Hydroxy-2-phenylethyl-2,4,6,7-tetramethyl-2,3-dihy- 
45 drobenzofuran ist. 

13. Verfahren nach Anspruch 1, 2 oder 3, worin die Verbindung 5-Hydroxy-2-(1-(Z)-pentenyl)-2,4.6,7-tetramethyl-2,3- 
dihydrobenzofuran ist. 

50 14. Verwendung einer Verbindung nach Anspruch 2 oder eines Salzes davon oder von 5-Hydroxy-2,4,6,7-tetramethyl- 
2-(3',7',11'-trimethyl-dodecyl)-2,3-dihydrobenzofuran als Komponente bei der Herstellung eines Medikaments zur 
Inhibierung von 5-Lipoxygenase und/oder 12-Lipoxygenase. 

Revendications 

55 

Revendications p ur ies Etats contractants suivants : AT, BE, OH, DE, FR, GB, IT, Li, LU, NL, SE 

1 . Compost de formule : 
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dans laquelle repr^sente un atome d'hydrog^ne ou un groupe alkyle en CyC^ ; repr6sente un groupe 
m^thyle qui est substitu§ par un ou des atomes d'halog^ne ou par un ou des groupes carboxy. (alcoxy en C2-C5)- 
carbonyle, cyano, ph6nyle, 1-naphtyle. 2-naphtyle, indanyle ou t6traliny1e, ou par un groupe h6t6rocyclique choisi 
parmi thi6nyle, pyridyle, imidazolyle. thiazolyle, morpholino et thiomorpholino, ledit groupe ph6nyle ou h§t6rocycli- 
que 6tant 6ventuel lament encore substitu6 par un ou plusieurs substituants choisis parmi alkyle en C^-Cao. alkyle 
en CyCs substitu6 par hydroxy, carboxy, (alcoxy ai C2-C5)-carbonyle, plp6razyle ou ph6nylthio, alc6nyle en C2-C4. 
halog6no. nitro, formyle. alcoxy en C1-C3. carboxy, trifluorom6thyle, di(alkyle en Ci-C3)amino, cycloalkyle en C5-C7 
et alkylthio en C1-C3 ; ou bien R^ repr^sente un groupe alkyle en C2-C15 ou alc6nyle en C2-C15 qui peut §tre subs- 
titu6 par un ou des atomes d'halog^ne ou par un ou des groupes carboxy, (alcoxy en C2-C5)-carbonyle, cyano, ph6- 
nyle, 1-naphtyle, 2-naphtyle, indanyle ou t§trallnyle, ou par un groupe h6t6rocyclique choisi parmi thi6nyle, 
pyridyle, Imidazolyle, thiazolyle, morpholino et thiomorpholino, ledIt groupe ph§nyle ou h6t6rocyciique §tant 6ven- 
tuellement encore substrtu6 par un ou des atomes d'halog^ne ou par un ou des groupes alkyle en C1-C3, alcoxy 
en C1-C3 ou hydroxy, k condition que ledit groupe alkyle ou alc§nyle ne soit pas substrtu6 au niveau de I'atome de 
carbone situ§ en position a par rapport au noyau benzofuranne ; R^ repr^sente un groupe alkyle en C-i-Cg ; R4 
repr^sente un atome d'hydrog^ne, un groupe alcanoyle en Ci-C^o ou un groupe alcanoyle cyclique en C3-C10; R^ 
et R^ represented chacun un groupe alkyle en C-i-Ce ou alcoxy en C1-C3, ou bien R^ et R® repr6sentent conjoin- 
tement un groupe butadi^nyl^ne, pour former un noyau benz6nique condense qui peut etre substitu6 par de 1 ^ 3 
substituants choisis dans le groupe constitu§ par les atomes d'halog^ne el les groupes alkyle en C1-C3, alcoxy en 
CrC3, hydroxy et nitro; 

ou un sel d'un tel compost, k {'exclusion des 5-hydroxy-4,6,7-trim6thyl-2-isopropy)-2,3-dihydrobenzofuranne, 5- 
ac6toxy-4,6,7-trimethyl-2-isopropyl-2,3-dihydrobenzofuranne, Shydroxy-4,6,7-trim6thyl-2-n-propyl-2,3-dihydro- 
benzofuranne, 5-hydroxy-4,6,7-trlm§thyl-2-6thyl-2,3Hjihydrobenzofuranne, 5-hydroxy-4,6.7-trim§thyl-2-n-trid§cyl- 
2,3-dihydrobenzofuranne, et 5-hydroxy-2. 4,6, 7-t6tram6thyl-2-(3\7Mr-tri methyl <lod6cyl) -2, 3-dihydrobenzofu - 
ranne. 

Compost de formule : 




dans laquelle R^ repr^sente un atome d'hydrog^ne ou un groupe alkyle en CrCe ; R^ repr6serrte un groupe 
m^thyle qui est substitu6 par un ou des atomes d'halog^ne ou par un ou des groupes carboxy, (alcoxy en C2-C5)- 
carbonyie, cyano, ph^nyle, 1 -naphtyle, 2-naphtyle, Indanyle ou t§tralinyle, ou par un groupe h§t6rocyciique choisi 
parmi thi6nyle, pyridyle, Imidazolyle, thiazolyle, morpholino et thiomorpholino, ledit groupe ph6ny!e ou h6t6rocycIi- 
que §tant §ventuellement encore substitu§ par un ou plusieurs substituants choisis parmi alkyle en C1-C20. alkyle 
en Ci-Ce substitu6 par hydroxy, carboxy, (alcoxy en C2-C5)carbonyle. piperazyle ou ph6nylthio, alc^nyle en C2-C4, 
halog6no, nitro, formyle, alcoxy en CyC^, carboxy. trifluorom6thyle, di(alkyle en CrCsjamino, cycloalkyle en C5-C7 
et alkylthio en C1-C3 ; ou bien R^ repr6sente un groupe alkyle en C2-C15 ou alc6nyle en C2-C^5 qui peut §tre subs- 
titu6 par un ou des atomes d'halog^ne ou par un ou des groupes carboxy, (alcoxy en C2-C5)-cart>onyle, cyano, ph6- 
nyle, 1-naphtyle, 2-naphtyle, indanyle ou t6tralinyle, ou par un groupe h§t6rocyciique choisi parmi thi^nyle. 
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pyridyle, imidazolyle. thiazolyle. morpholino et thiomorpholino, ledit groupe ph6nyle ou h§t6rocycIique 6tant 6ven- 
tuellement encore substitu§ par un ou des atomes d'halog^ne ou par un ou des groupes alkyle en C1-G3, aicoxy 
en C1-C3 ou hydroxy, ^ condition que ledit groupe aikyle ou alc^nyle ne soit pas substitu6 au niveau de I'atome de 
carbone situ§ en position a par rapport au noyau benzofuranne ; repr^sente un groupe alkyle en Ci-Cg ; 
5 repr6sente un atome d'hydrog^ne, un groupe alcanoyle en C1-C10 ou un groupe alcanoyle cyclique en C3-C10 : R^ 
et R® represented chacun un groupe alkyle en C^-Cg ou aicoxy en C1-C3, ou bien R^ et repr6sentent conjoin- 
tement un groupe butadi6nyl6ne, pour former un noyau benz6nique condense qui peut §tre substitu6 par de 1 ^ 3 
substituants choisis dans le groupe constitu6 par les atomes d'halog§ne et les groupes alkyle en C1-C3, aicoxy en 
C1-C3, hydroxy et nitro ; 

10 ou un sel d'un tel compost, k ('exclusion du 5-hydroxy-2.4.6.7-t6tram6thyl-2-(3',7'.1 1 '-trim6thyl<lod6cyl)-2,3-dihy- 
drobenzofuranne, comme medicament en vue d'un traitement th§rapeutique chez I'homme ou chez un animal. 

3. Compose conforme k la revendlcation 2, le medicament 6tant destine k ameiiorer le systeme circulatoire, k traiter 
le systeme nerveux central ou k traiter des maladies allergiques. 

15 

4. Compose conforme k la revendication 3, comme inhibiteur de 5-lipoxygenase et/ou de 12-lipoxygenase. 

5. Compose conforme k la revendication 1 , 2 ou 3. dans lequel R^ represente un atome d'hydrogene ou un groupe 
alkyle en C1-C3. 

20 

6. Compose conforme k la revendication 1 , 2 ou 3, dans lequel R^ represente un groupe methyle substitue par un 
atome d'halogene ou par un groupe cyano ou carboxy. 

7. Compose conforme k la revendication 1, 2 ou 3, dans lequel R^ represente un groupe methyle substitue par un 
25 groupe phenyl e, thienyle, pyridyle, imidazolyle. thiazolyle ou morpholino, lequel peut §tre encore substitue par un 

ou des atomes d'halogene ou par un ou des groupes alkyle en C1-G20, alkyle en C1-C3 substitue par hydroxy, car- 
boxy, (aicoxy en C2-C5)carbonyle, piperazyle ou phenylthio, alcenyle en C2-C4, hydroxy, nitro, formyle, aicoxy en 
C1-C3, carboxy, trifluoromethyle, di(alkyl en CrC3)amino, cycloalkyle en C5-C7 ou alkylthio en C1-C3. 

30 8. Compose conforme k la revendication 1 , 2 ou 3, dans lequel R^ represente un groupe alkyle en C2-C1 5 ou alcenyle 
en C2-C15 qui peut §tre substitue par un ou des groupes carboxy, (aicoxy en C2-C5)-carbonyle ou phenyle even- 
tuellement substitue par un ou des atomes d'halogene ou par un ou des groupes alkyle en C^-Cs, aicoxy en C^-C3 
ou hydroxy. 

35 9. Compose conforme k la revendication 1, 2 ou 3, dans lequel R^ represente un atome d'hydrogene ou un groupe 
alcanoyle en Ci-Cio- 

10. Compose conforme k la revendication 1 . 2 ou 3, dans lequel R^ et R^ representent chacun un groupe alkyle en Cy 
Cq ou un groupe aicoxy en C1-C3. 

40 

11. Compose conforme k la revendication 1. 2 ou 3, dans lequel R^ represente un groupe methyle ; R^ represente un 
groupe alkyle en C2-C6 ou alcenyle en C2-C6, substitue par un groupe phenyle eventuellement substitue par un ou 
des atomes d'halogene ou par un ou des groupes alkyle en C1-C3 ou aicoxy en Ct-C3 ; R^ represente un groupe 
methyle ; R"* represente un atome d'hydrogene ; et R^ et R^ representent chacun un groupe methyle. 

45 

12. Compose conforme k la revendication 1 , 2 ou 3, qui est le 5-hydroxy-2-cinnamoyl-2,4,6.7-t6tramethyl-2,3-dihydro- 
benzofuranne. 

1 3. Compose conforme k la revendication 1 , 2 ou 3, qui est le 5-hydroxy-2-phenyiethyl-2.4,6,7-tetramethyl-2,3-dihydro- 
50 benzofuranne. 

14. Compose conforme k la revendication 1, 2 ou 3, qui est le 5-hydroxy-2-(1-(Z)-pentenyl)-2,4,6.7-tetramethyl-2,3- 
dihydrobenzofuranne. 

55 15. Utilisation d'un compose conforme k la revendication 1 . 2 ou 3, ou d'un sel d'un tel compose, pour la preparation 
d'un inhibiteur de 5-lipoxygenase et/ou de 12-iipoxygenase. 

16. Utilisation d'un compose de fbrmuie : 
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dans laquelle repr^serrte un atome d'hydrog^ne ou un groupe alkyle en Ci-Cg ; repr6sente un groupe 
m§thyle qui est substitu6 par un ou des atomes d'halog^ne ou par un ou des groupes carboxy, (alcoxy en C2-C5)- 
carbonyle, cyano, ph6nyle, 1-naphtyle, 2-naphtyle, indanyle ou t§traiinyle, ou par un groupe h6t6rocyclique choisi 
parmi thi^nyle, pyridyle, imidazolyle, thiazolyle, morpholino et thiomorpholino, ledit groupe ph6nyle ou h§t6rocycli- 
que ^tant ^ventuellement encore substitu^ par un ou plusieurs substituants choisis parmi allcyle en Ci-C2o> alkyle 
en C^Cq substrtu6 par hydroxy, carboxy, (alcoxy en C2-C5)-carbonyle, pip^razyle ou pli6nytthio, alc6nyle en C2-C4, 
halog6no. nitro. formyle, alcoxy en C1-C3, carboxy, trifluorom6thyle. di(alkyle en Ci-C3)amino, cycloalkyle en C5-C7 
et alkylthio en C1-C3 ; ou bien R^ repr6sente un groupe alkyle en C2-C15 ou alc6nyle en C2-Ci5qui peut etre subs- 
titu6 par un ou des atomes d'halog^ne ou par un ou des groupes carboxy, (alcoxy en C2-C5)-cartx)nyle, cyano, ph6- 
nyle, 1-naphtyle, 2-naphtyle, indanyle ou t^tralinyle, ou par un groupe h6t6rocyclique choisi parmi thi6nyle, 
pyridyle, imidazolyle, thiazolyle, morpholino et thiomorpholino, ledit groupe phenyle ou h^t^rocyclique 6tant 6ven- 
tuellement encore substitue par un ou des atomes d'halog^ne ou par un ou des groupes alkyle en C1-C3, alcoxy 
en C-t-Cs ou hydroxy, k condition que ledit groupe alkyle ou alc^nyle ne soit pas substitu^ au niveau de I'atome de 
carbone situ6 en position a par rapport au noyau benzofuranne ; R^ reprfeente un groupe alkyle en CrCg ; R^ 
repr6sente un atome d'hydrog^ne, un groupe alcanoyle en C1-C10 ou un groupe alcanoyle cyclique en C3-C10; R^ 
et R^ repr^sentent chacun un groupe alkyle en CyC^ ou alcoxy en C1-C3, ou bien R^ et R^ repr^sentent conjoin- 
tement un groupe butadi^nyl^ne, pour former un noyau benz6nique condense qui peut §tre substitu§ par de 1 ^ 3 
substituants choisis dans le groupe constitu^ par les atomes d'halog^ne et tes groupes alkyle en CyC^, alcoxy en 
C1-C3, hydroxy et nitro ; 

ou d'un sel d'un tel compost, pour preparer un m^icament destin§ k am6liorer le syst^me circulatoire, k traiter 
des maladies allergiques ou k traiter le syst^me nerveux central. 

17. Utilisation conforme ^ la revertdication 16, dans laquelle le m^icament est un inhibiteur de 5-lipoxyg§nase et/ou 
de 12-lipoxyg6nase. 

18, Proc6d§ de production d'un compose conforme k la revendication 1 , qui comporte la reaction d'un compose de for- 
mule : 




(II) 



dans laquelle R\ R^, R^ et R® ont les memes significations que celles d6finies plus haut et Z repr^sente un atome 
d'hydrog^ne ou un groupe hydroxy-protecteur, 

avec une molecule d'halog^ne, en presence d'une base, de fagon k provoquer une fermeture de cycle, ou la sou- 
mission du compost (II) k un traitement avec un peracide, en presence d'une base, de fagon k provoquer une fer- 
meture de cycle, suivie, dans le cas d'un d§riv§ 2-hydroxym6thyl§, de la reaction du compose k chaTne ainsi 
cyclis^e avec un agent oxydant, puis la soumission du compost ainsi obtenu k une ruction d'addition Elimination 
avec un compost repr6sent6 par la formule : 
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(C6H5)3P^-R2'X- (III) 

dans laquelle X repr6sente un atome d'halog^ne, et est un r6sidu hydrocarbon^ dont le nombre d'atonnes de 
carbone est inf^rieur d'une unit6 k celui de R^, 

puis, si on le souhaite. la sounnisslon du produit resultant k une reaction de d6protection, d'acylation, d'hydrog^na- 
tion et/ou d'§change de substituants, respectivement. 

Revendications pour les Etats contractants suivants : ES, GR 

1 . Proc6d6 de production d'un compos6 de formule : 




dans laquelle R^ repr^sente un atome d'hydrog^ne ou un groupe alkyle en C-i-Cs : R^ repr6sente un groupe 
m§thyle qui est substitu6 par un ou des atomes d'halog^ne ou par un ou des groupes carboxy, (alcoxy en C2-C5)- 
carbonyle, cyano, ph6nyle, 1-naphtyie, 2-naphtyle. indanyle ou t6tralinyie. ou par un groupe het§rocyclique choisi 
parmi thi^nyle, pyridyle, imidazolyle, thiazolyle. morphollno et thiomorpholino, ledit groupe ph6nyle ou het6rocycli- 
que 6tant 6ventuellement encore substitu^ par un ou plusieurs substituants choisis parmi alkyle en Gi-C2o> alkyle 
en Ci-Ce substitu6 par hydroxy, carboxy, (alcoxy en C2-C5)-carbonyle. pip6razyle ou ph§nylthio, alc6nyle en C2-C4, 
halog6no. nitro, formyle. alcoxy en CyC^, carboxy, trifluorom6thyle. di(alkyle en Ci-C3)amino, cycloalkyle en C5-C7 
et alkylthio en CyC^ ; ou bien R^ repr6sente un groupe alkyle en C2-C15 ou alc6nyle en C2-C-t5 qui peut etre subs- 
titu§ par un ou des atomes d'halog§ne ou par un ou des groupes carboxy, (alcoxy en C2-C5)-cart>onyle, cyano, ph§- 
nyle, 1-naphtyle, 2-naphtyle, indanyle ou t6tralinyle, ou par un groupe h6t6rocyciique choisi parmi thi^nyle, 
pyridyle, Imidazolyle, thiazolyle, morpholino et thiomorpholino, ledit groupe ph^nyle ou h§t6rocycIique 6tant 6ven- 
tuellement encore substitu6 par un ou des atomes d'halog^ne ou par un ou des groupes alkyle en C-1-C3, alcoxy 
en CrCs ou hydroxy, k condition que ledit groupe alkyle ou alc^nyle ne soit pas substitu6 au niveau de I'atome de 
cartK)ne situ§ en position a par rapport au noyau benzofuranne ; R^ repr^sente un groupe alkyie en C^-Ce ; R^ 
repr^sente un atome d'hydrog^ne, un groupe alcanoyle en CyC^o ou un groupe alcanoyle cyclique en C3-C10: R^ 
et R^ repr§sentent chacun un groupe alkyle en C-i-Ce ou alcoxy en C-1-C3, ou bien R^ et R® repr6sentent conjoin- 
tement un groupe butadi§nyl§ne, pour former un noyau benz6nique condens6 qui peut §tre substitu6 par de 1 ^ 3 
substituants choisis dans le groupe constitu6 par les atomes d'halog^ne et les groupes alkyle en CyC^, alcoxy en 
C1-C3, hydroxy et nitro ; 

ou un sel d'un tel compost, k I'exclusion des 5-hydroxy-4,6,7-trim§thyt-2-isopropyl-2,3<lihydrobenzofuranne, 5- 
ac6toxy-4,6,7-trlm§thyl-2-lsopropyl-2,3-dihydrobenzofuranne, 5-hydroxy-4,6,7-trim6thyl-2-n-propyl-2,3-dihydro- 
benzofuranne, 5-hydroxy'4.6,7-trim6thyl-2-6thyl-2,3<iihydrobenzofuranne, 5-hydroxy-4,6,7-trim§thyl-2-n-trid6cyl- 
2,3-dihydrobenzofuranne, et 5-hydroxy-2,4,6,7-tetram6thyl-2-(3'.7',1 1 -trim6thyl-dod6cyl)-2,3-dihydrobenzofu- 
ranne, 

lequel procki^ comporte la reaction d'un connpos^ de formule : 




(II) 
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dans laquelle R\ R^. et ont les m§mes significations que celies d§finies plus haut et Z repr6sente un atome 
d'hydrog^ne ou un groupe hydroxy-protecteur, 

avec une molecule d'halog^ne. en presence d'une base, de fagon k provoquer une fermeture de cycle, ou la sou- 
mission du compost (II) ^ un traitement avec un peracide, en presence d'une base, de fagon k provoquer une fer- 
meture de cycle, suivie, dans le cas d'un d6riv6 2-hydrQxym6thyi6, de la r6action du compost k chaTne ainsi 
cyclls^e avec un agent oxydant, puis la soumission du compost ainsi obtenu k une reaction d'addition-^limination 
avec un compost repr6sent6 par la formula : 

(C6H5)3P*-R2' X- (III) 

dans laquelle X repr6sente un atome d'halog6ne, et R^ est un r^sidu hydrocarbon^ dont le nombre d'atomes de 
carbone est inf^rieur d'une unlt6 k celui de R^, 

puis, si on le souhaite, la soumission du produit resultant k une reaction de d^protection, d'acylation, d'hydrog§na- 
tion et/ou d*6change de substituants. respectivement. 

Proc6d6 de production d'un medicament destin6 k am6liorer le syst^me circulatoire. k traiter le syst^me nerveux 
central ou k traiter des maladies allergiques, qui comporte le fait de m^langer une certaine quantity, suff isante pour 
inhiber effectivement la 5-lipoxyg6nase et/ou la 1 2-iipoxyg6nase. d'un conpos6 de fbrmule : 




dans laquelle R^ repr6sente un atome d'hydrog§ne ou un groupe alkyle en Ci-Ce ; R^ repr6sente un groupe 
m6thyle qui est substitu6 par un ou des atomes d'halog^ne ou par un ou des groupes carboxy, (alcoxy en C2-C5)- 
carbonyle, cyano, ph6nyle, 1-naphtyle, 2-naphtyle, Indanyle ou t6tralinyle, ou par un groupe h6t6rocyclique choisi 
parmi thi6nyle, pyridyle, imidazolyle. thiazolyle, morpholino et thiomorpholino, ledit groupe ph6nyle ou h6t6rocycIi- 
que 6tant 6ventuellement encore substitu6 par un ou plusieurs substituants choisis parmi alkyle en C-1-C20. alkyle 
en Ci-Cq substitu6par hydroxy, carboxy, (alcoxy en C2-C5)-carbonyle, pip§razyle ou ph6nylthio, alc^nyle en C2-C4, 
halog^no, nitro, formyle, alcoxy en C1-C3, carboxy, trrfluorom6thyle. di(alkyle en CrCsjamino, cycloalkyle en C5-C7 
et alkylthio en C1-C3 ; ou bien R^ repr6sente un groupe alkyle en C2-C15 ou alc6nyle en C2-C15 qui peut etre subs- 
titu§ par un ou des atomes d'halog^ne ou par un ou des groupes carboxy, (alcoxy en C2-C5)-cart>onyle, cyano, ph6- 
nyle, 1-naphtyie, 2-naphtyle, indanyle ou t6tralinyle, ou par un groupe h6t6rocyclique choisi parmi thi6nyle. 
pyridyle, imidazolyle, thiazolyle, morpholino et thiomorpholino. ledit groupe ph^nyle ou h^t^rocyclique 6tant §ven- 
tueilement encore substitu^ par un ou des atomes d'halog^ne ou par un ou des groupes alkyle en C1-G3, alcoxy 
en C1-C3 ou hydroxy, k condition que ledit groupe alkyle ou alc^nyle ne sort pas substitu^ au niveau de I'atome de 
carbone situ6 en position a par rapport au noyau benzofuranne ; R^ repr6sente un groupe alkyle en Ci-Cg ; R"^ 
repr^sente un atome d'hydrog^ne, un groupe alcanoyle en CyC-^o ou un groupe alcanoyle cyclique en C3-C10; R^ 
et R^ repr6sentent chacun un groupe alkyle en C-t-Cg ou alcoxy en C1-C3, ou bien R^ et R^ repr6sentent conjoin- 
tement un groupe butadi6nyl§ne, pour former un noyau benz6nique condense qui peut §tre substitu6 par de 1 ^ 3 
substituants choisis dans le groupe constitu6 par les atomes d'halogfene et les groupes alkyle en C^Cs, alcoxy en 
C1-C3, hydroxy et nitro ; 

k I'exclusion du 5-hydroxy-2.4,6,7-t6tram6thyl-2-(3',7Mr-trim6thyl'dod6cyl)-2,3-dihydrobenzofuranne, avec un 
v6hicuie ou un excipient connu, admissible en pharmacie. 

Proc6d6 conforme k la revendication 2, dans lequel le medicament est un inhibiteur de 5-lipoxyg6nase et/ou de 12- 
lipoxygenase. 

Proc6d6 conforme k la revendication 1 , 2 ou 3, dans lequel R"" repr6sente un atome d'hydrogfene ou un groupe alk- 
yle en C1-C3. 

Proc^de conforme k la revendication 1, 2 ou 3. dans lequel R^ repr^sente un groupe m^thyle substitu6 par un 
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atome d'halog^ne ou par un groupe cyano ou cartx)xy. 

6. Prcx;6d6 conforme k la revendication 1, 2 ou 3, dans lequel repr^sente un groupe m§thyle substitu6 par un 
groupe ph^yle, thi^nyle. pyridyle, inrtidazolyle, thiazolyie ou morphoiino, lequel peut §tre encore substitu^ par un 
ou des atomes d'halog^ne ou par un ou des groupes alkyle en C1-C20. alkyle en C1-C3 substltu6 par hydroxy, car- 
boxy, (alcoxy en Cg-Csjcarbonyie, pip6razyle ou ph6nylthio, alc6nyle en C2-C4, hydroxy, nitro, formyle, alcoxy en 
C1-C3, carboxy. trrfluorom6thyle, di(alkyl en Ci-C3)amino, cycloalkyle en C5-C7 ou alkylthio en C1-C3. 

7. Proc§d6 conforme k la revendication 1 , 2 ou 3, dans lequel repr6sente un groupe alkyle en C2-C15 ou alc6nyle 
en C2-C-t5 qui peut §tre substitu6 par un ou des groups carboxy, (alcoxy en C2-C5)-carbonyle ou ph6nyle 6ven- 
tuellement substitu^ par un ou des atomes d'halog^ne ou par un ou des groupes alkyle en CyC^, alcoxy en 0^03 
ou hydroxy. 

8. Proc6d6 conforme k la revendication 1. 2 ou 3, dans lequel R^ repr6sente un atome d'hydrog^ne ou un groupe 
alcanoyleen Ci-Cio- 

9. Proc6d§ conforme a la revendication 1, 2 ou 3, dans lequel R^ et R^ repr6sentent chacun un groupe alkyle en Oy 
Cq ou un groupe alcoxy en CyC^. 

10. Proc6d6 conforme k la revendication 1, 2 ou 3, dans lequel R^ repr6sente un groupe m6thyle ; R^ repr^sente un 
groupe alkyle en Cg-Ce ou alc6nyle en C2-C6. substitu6 par un groupe ph6nyle ^ventuellement substitu6 par un ou 
des atomes d'halog^ne ou par un ou des groupes alkyle en C1-C3 ou alcoxy en C^-Cs ; R^ repr^sente un groupe 
m§thyle ; R^ repr^sente un atome d'hydrogene ; et R^ et R^ represented chacun un groupe m6thyle. 

1 1 . Proc6de conforme k la revendication 1 , 2 ou 3, dans lequel le compost est le 5-hydroxy-2-cinnamoyl-2,4,6,7-t§tra- 
m6thyl-2,3-dihydrobenzofuranne. 

12. Proc6d6 conforme k la revendication 1, 2 ou 3, dans lequel le compost est le 5-hydroxy-2-ph§nyl6thyl-2.4,6,7- 
t§tram6thyl-2,3<lihydrobenzofuranne. 

1 3. Proc^e conforme k la revendication 1 , 2 ou 3, dans lequel le compose est le 5-hydroxy-2-{1 -(Z)-pent6nyl)-2,4,6,7- 
t6tram6thyl-2,3-dihydroben2ofuranne. 

14. Utilisation d'un compost d6fini dans la revendication 2 ou d'un sel d'un tel compos6, ou du 5-hydroxy-2,4,6,7-t6tra- 
m§thyl-2-(3*,7', 1 1 '-trim6thyl-dod6cyl)-2,3-dihydrobenzofuranne, comme composant dans la preparation d'un medi- 
cament inhibant la 5-lipoxygenase et/ou la 1 2-lipoxyg6nase. 
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